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1. Basis of the report 

a. With regard to the language, the International search was carried out on the basis of: 

fx] the International application in the language in which it was filed 

□ a translation of the International application into which Is the language 

of a translation furnished for the purposes o! International search (Rules 12.3(a) and 23.1(b)) 

b. Q With regard to any nudsotWe and/or amino add sequence disclosed In the International application, see Box No. I . 

2. Certain claims wore found unsearchable (See Box No. 1 1) 

3. Q Unity of Invention Is lacking (see Box No III) 

4. With regard to the title, 

Jx] the text is approved as submitted by the applicant 

□ the text has been established by Bits Authority to read as follows: 



5. With regard to the abstract, 

[5T| the text is approved as submitted by the applicant 

PI the text has been established, according to Rule 38.2(b), by this Authority as It appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract Is Figure No. 

| | as suggested by the applicant 

| | as selected by this Authority, because the applicant failed to suggest a figure 
□ as selected by this Authority, because this figure better Characterizes the invention 

b. □ none of the figures is to be published with the abstract 
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vol. 28, May 2004 (2004-05), pages 39-45, 
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target for novel drug therapies" 
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pages 637-646, XP008007324 
ISSN: 0002-9173 
pages 639-641 
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This opinion contains indications relating to the following items: 

ESI Box No. I Basis of the opinion 
E Box No. II Priority 

0 Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
El Box No, IV Lack of unity of invention 

T2 Box No V Reasoned statement under Rule 43D/5.1 (a)(i) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement 
M Box No. VI Certain documents cited 
□ Box No. VII Certain defects In the international application 
0 Box No. VIII Certain observations on the international application 
FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IP EA") except that tte does nc^apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notrfed the 
International Bureau under Rule 66.1o*s{b} that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is Invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months 
from the date of mailing of Form PCTASAfi20 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCTJI S A/220. 

For further details, see notes to Form PCT^SA£20. 
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Box Wo. t Basis of the opinion 



1. With regard to the language, this opinion has been established on the basis of: 
El the international application in the language in which it was filed 

□ a translation of the international application into , which is the language of a translation furnished for the 
purposes of international search (Rules 12.3(a) and 23.1 (b)). 

2. With regard to any nucleotide andtor amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ on paper 

□ in electronic form 

c. time of filingftimishing: 

O contained in the international application as filed. 

□ filed together with the international application in electronic form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing andtor table relating the reto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as fiied, as 
appropriate, were furnished. 

4. Additional comments: 



a The validity of the priority claim has not been considered because the Internationa! Searching Authority 
does not have in its possession a copy of the earlier application whose priority has beendmj or .where 
required, a translation of that earlier application. This opinion has nevertheless been established on the 
assumption that the relevant date (Rules 436/5.1 and 64.1 ) is the claimed priority date. 

□ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 
has been found invalid (Rules 43b/s.1 and 64.1). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

. Additional observations, if necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, Inventive step and Industrial 
applicability — 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of 

□ the entire international application 

El claims Nos. 12-22,41-85 

because: 

H the said international application, or the said claims Nos. 12-22,41-85 relate to the following subject 
matter which does not require an international search (specify): 



a the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed (specify): 

□ no international search report has been established for the whole application or for said claims Nos. 

□ a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

□ furnish a sequence listing on paper complying with the standard provided for in Annex C of the 
^^tS ^tu^ons, and sllch listing was not available to the International Searching 
Authority in a form and manner acceptable to it. 

□ furnish a sequence listing in electronic form complying with the standard provided for in Annex C 
of the Administrative Instructions, and such listing was not available to the Irrternaftonal Searching 
Authority in a form and manner acceptable to it. 

□ pay the required late furnishing fee for the furnishing of a sequence listing in response to an 
invitation under Rules 13fer.1(a) or (b). 

□ a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did not, wtthin the prescribed time limit, furnish such tables in electronic form complying wfth Jhettchnical 
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not 
available to the International Searching Authority in a form and manner acceptable to it. 

□ the tables related to the nucleotide andtor amino acid sequence feting, if in electronic form only, do not 
rampV with the technical requirements provided for in Annex C-tt* of the Administrative Instructions. 

□ See Supplemental Box for further details 
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Box No, IV Lack of unity of invention . 

1 . □ I n response to the invitation ( Form PCTVISA/206) to pay additional fees, the applicant has, within the 

applicable time limit: 

□ paid additional fees 

□ paid additional fees under protest and, where applicable, the protest fee 

□ paid additional fees under protest but the applicable protest fee was not paid 

□ not paid additional fees 

2. H This Authority found that the requirement of unity of invention is not complied with and chose not to invite 

the applicant to pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1 , 13.2 and 13.3 is 

□ complied with 

El not complied with for the following reasons: 
see separate sheet 

4. Consequently, this report has been established in respect of the following parts of the international application: 
El all parts. 

D the parts relating to claims Nos. 

Box No. V Reasoned statement under Rule 43Ws.1(a)(l) with regard to novelty, inventive step or 
industrial applicability; cttatlons and explanations supporting such statement 



1. Statement 



Novelty (N) 



Yes: Claims 
No: Claims 



1-22,28,46,59-85 
23-27,29-45,47-58 



Inventive step (IS) 



Yes: Claims 
No: Claims 



Industrial applicability (IA) 



Yes: Claims 
No: Claims 



1-11,23-41 



2. Citations and explanations 



see 



separate 



sheet 
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Box No. VI Certain documents cited 

1 . Certain published documents (Rules 436&.1 and 70.10) 
and / or 

2. Non-written disclosures (Rules 43£/s.1 and 70.9) 
see form 210 

Box No. VIII Certain observations on the International application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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1 ) The present application relates to the use of salinosporamides in treatment of drug 
resistant cancer (claims 1 -22), of disease characterized by excessive / inappropnate 
angiogenesis (claims 23-58), Gleevec resistant cancer (claims 59-72), as well as of 
specific, alternatively fused salinosporamides for treatment of cancer (cla.ms 72-85, 
see also claims 6, 17, 28, 46 and 64). 



2) Cited documents 

D1: WO 2004/071382 A 
D2: WO 2004/043374 A) 
D3: WO 96/321 05 

D4' LEUKEMIA RESEARCH, voi. 28, (2004-05), pages 39-45 

D5: AM. J. CLIN. PATH., .vol. 1 1 6, no. 5, (2001 -11), pages 637-646 

D6: WO 2005/002572 A (2O05-0 1-13) 

D7: J.ORG.CHEM., no. 1 6,(2005-07-01 ), pages 61 96-6203, 

D8: WO 2006/028525 A (2006-03-1 6) 

Documents D6-D8 were published after the claimed priority and are herein 
considered as prior art. 



Novelty 

Document D1 describes various salinosporamides (not the alternatively fused 
compounds of claims 6, 17, 28, 46, 64 and 72-85) as proteasome inhibitors useful in 
the treatment of a variety of disorders, including cancer and angiogenic disease (see 
pages 1 9-20). This document does not disclose treatment of resistant cancer. 
In view of D1 claims 23-27, 29-45, 47-58 are not considered new. 

Document D2 describes the use of proteasome inhibitors for treatment of resistant 
cancer cells, not however specifically of the defined salinosporamides. 
Document D3 describes lactacystin analogues useful as proteasome inhibitors; the 
compounds of D3 lack the substitution n R3" in the compounds presently defined. 
Document D4 describes the proposed use of proteasome inhibitors for treatment of 
Gleevec (imatinib) resistant cancer, not specifically of the defined salinosporamides. 
Document D5 describes a variety of applications of proteasome inhibitors, including 
cancer treatment and as antiangiogenesis agent, however, not specifically of the 
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defined salinosporamides. 

* } lU^^ftTw the claimed matter would be new, the following observations as to 
inventive step apply. 

The use of the defined salinosporamides for treatment of resistant cancer cells would 

seem obvious in the light of D2/D4 in combination with document D1 : 

As afternative agent for treatment of resistant cancer cells ( com P are ^ 2/ ^^ mp 

person skilled in the art would consider other agents which are equally P/oteasome 

inhibitors; document D1 describes the defined agents as proteasome inh.b. ors and 

would therefore obviously suggest these agents as alternatives to the agents of 

D2/D4. 

The arteratively fused agents of claims 6, 1 7, 28, 46, 64 and 72-85 had not been 
described in D1 -D5. These derivatives would however seem obvtous, active 
derivatives from the known salinosporamides of D1 in the light of D3 as this 
document D3 describes for the structurally and functionally closely 
lactacystinsthe possibility of similar, alterative fusion (see meaning of Z2/R1/R2 on 
i.a. page 2). 

51 Notn^f^^^^^ is evident for any 

parLar resistant cancer treatment of known anti-cancer agents and any pabular 
antiangiogenic use of such known agents. Furthermore, no further un.fy.ng, common 
distinguishing aspect of such uses of known agents with the use of the alternately 
fused salinosporamides is evident. 

5 2 The alternatively fused salinosporamides of dependent claims 6, 17, 28, 46 and 64 
would not appear to fall under the respective independent claims. 

5 3 Claims 23 and 41 relate to the use of defined salinosporamides in the treatment of 
angiogenesis-related disease but continue by specifying that the cancer ,s leukem a 
c l this defmrtion it is not evident to what type of treatment the claims pertam 
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(disease characterized by excessive I inappropriate angiogenesis in general or 
particular cancer types). 
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